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Abstract
Background: The objective of this study was to evaluate the efficacy and safety of pemetrexed plus cisplatin/
carboplatin in locally advanced or metastatic non-small cell lung cancer (NSCLC) patients previously treated with 
platinum-based chemotherapy.

Methods: Fifty-three locally advanced or metastatic non-small cell lung cancer patients previously treated with 
platinum-based chemotherapy received pemetrexed 500 mg/m2 plus cisplatin 75 mg/m2 or carboplatin area under 
the curve (AUC) 5 every 21 days, with dexamethasone, folic acid and vitamin B12 being administered.

Results: Median age was 52 years. Eastern Cooperative Oncology Group (ECOG) performance status was 0-2. Thirty-
eight patients had stage IV tumors. Thirty-seven patients had adenocarcinoma (including 6 alveolar carcinoma 
patients), and fourteen patients had squamous cell carcinoma. Thirty-four patients were treated in second line, 15 in 
third line, and 4 in fourth line. Seven patients (13.2%) showed partial response; Thirty-six (67.9%) had stable disease. The 
median progression free survival time was 6.0 months and the median overall survival time was 10.0 months. The 1-
year survival rate was 40.9%. Five (9.4%) and four (7.5%) patients experienced grade 3 or 4 leukopenia and 
thrombocytopenia, respectively. Nonhematological toxicities included grade 3 nausea/vomiting in 1 patient (1.9%), 
grade 3 rash in 1 patient, grade 4 diarrhea in 1 patient (1.9%) and grade 4 creatinine increase in 1 patient (1.9%).

Conclusion: Locally advanced or metastatic NSCLC patients previously treated with platinum-based chemotherapy 
could benefit from pemetrexed plus cisplatin/carboplatin chemotherapy with tolerable adverse events.

Background
Lung cancer is the most common cause of death from
cancer among men and women in the world [1]. Non-
small cell lung cancer (NSCLC) accounts for 80% of all
cases of lung cancer, with 65% to 75% of them having
locally advanced or metastatic disease [2,3].

Combination chemotherapy is regarded as the standard
treatment of unresectable locally advanced or metastatic
NSCLC. Platinum-based chemotherapy with a third-gen-
eration agent (gemcitabine, paclitaxel, docetaxel, or
vinorelbine) has significantly improved median survival
and quality of life in those patients [4]. Despite these
advances, therapeutic results are still far from optimal.

Most patients receiving front line chemotherapy experi-
ence disease progression [5].

The current options for the second line treatment of
locally advanced or metastatic NSCLC are docetaxel,
pemetrexed and erlotinib. Docetaxel is the first drug
approved for second line treatment [5]. Pemetrexed was
approved in second line therapy in NSCLC on the basis of
a phase III trial comparing pemetrexed versus docetaxel.
In this trial, pemetrexed showed a similar clinical activity
and a lower rate of myelosuppression compared to doc-
etaxel [6-8]. Erlotinib, an epidermal growth factor recep-
tor inhibitor, was approved in the U.S. and Europe for
NSCLC second line treatment after a study showed its
superiority over best supportive care (BSC) in recurrent
NSCLC patients [9].

Pemetrexed is a multitargeted antifolate cytotoxic che-
motherapy agent, which inhibits at least three target
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enzymes in the folate pathway (thymidylate synthase,
dihydrofolate reductase, and glycinamide ribonucleotide
formyl transferase). As a consequence, pemetrexed inter-
feres with the synthesis of both pyrimidine and purine,
thereby effectively inhibiting both DNA and RNA synthe-
sis[10] Several reports have documented the efficacy of a
platinum based combination therapy with pemetrexed is
similar to other standard platinum doublets [11-13].
Pemetrexed in combination with cisplatin was recently
granted as first-line treatment of advanced non-
squamous histology NSCLC patients [14-17].

In December 2005, pemetrexed was approved in China.
Platinum-based chemotherapy played an important role
in the treatment of NSCLC [18,19]. Clinical trials have
proved the safety of pemetrexed in combination with
platinum [20-22]. We designed the study to gain clinical
experience with pemetrexed plus platinum in previously
treated patients with locally advanced or metastatic
NSCLC. The objective of this study was to evaluate the
efficacy as well as safety of pemetrexed plus platinum in
previously treated patients with locally advanced or met-
astatic NSCLC.

Methods
Patients
All consecutive patients with histologically confirmed
previously treated locally advanced or metastatic NSCLC
were enrolled in this study. All patients had experienced
platinum-based chemotherapy, and none of them had
received pemetrexed as part of the treatment. For all
patients, prior chemotherapy had been completed at least
21 days prior to the start of the study and the patients
have recovered from any acute toxic effect of previous
therapy. Further inclusion criteria were: age < 70 years
and life expectancy > 8 weeks, Eastern Cooperative
Oncology Group (ECOG) performance status was 0-2,
and adequate haematologic (absolute neutrophil ≥ 1.5 ×
109/L, platelets ≥ 100 × 109/l, and hemoglobin ≥ 9 g/dL),
hepatic (total bilirubin < 1 fold of the upper limit of nor-
mal value, aspartate aminotransaminase and alanine ami-
notransferase <1.5 fold of the upper limit of normal value,
and it may be elevated to 3 fold of the upper limit of nor-
mal value in patients with known hepatic metastases),
and renal (a calculated creatinine clearance rate of <45
ml/min) functions.

Patients with signs of malnourishment or > 10% weight
loss in the past 6 weeks, or others serious concomitant
disorders were excluded from the therapy. Patients were
discontinued from the therapy in the case of evidence of
progressive disease or unacceptable toxicity despite dose
adjustment.

This study was conducted according to ICH Good
Clinical Practice guidelines, including obtaining written
informed consent from all patients.

Study Medication
Pemetrexed 500 mg/m2 was intravenously administered
over 10-min on day 1 of a 21-day cycle, followed by cispl-
atin 75 mg/m2 administration intravenously over a 2-h
infusion or carboplatin AUC 5 a 30-min infusion after
pemetrexed administration. If a patient had been treated
with cisplatin in last line chemotherapy, we gave the
patient pemetrexed/carboplatin combination chemother-
apy. Otherwise, we gave the patient pemetrexed/cisplatin
combination chemotherapy. Dexamethasone 4 mg was
taken orally twice daily on the day before, the day of, and
the day after each dose of pemetrexed. Folic acid supple-
mentation 400 μg was taken orally daily beginning 1 week
prior to the first dose of pemetrexed and continued until
3 weeks after study therapy discontinuation. Vitamin B12
1000 μg was intramuscularly injected, starting 1 week
prior to day 1 of cycle 1 and repeated every 9 weeks until
study discontinuation.

If a patient experienced unacceptable toxicities, treat-
ment was delayed for up to 42 days from day 1 of any
cycle to allow recovering from toxicities. When Common
Toxicity Criteria (CTC) grade 3/4 symptoms resolved,
therapy was resumed at 75% of the previous dose. Any
patient requiring >42 days recovery time or > 2 reduc-
tions due to toxicity was to be withdrawn from the study.
If patient required radiotherapy during the study, peme-
trexed was discontinued until 2 weeks after the comple-
tion of radiotherapy.

Assessments
Baseline tumor measurements were taken no more than 2
weeks before treatment. At the end of the treatment
period, the best tumor response rate was evaluated using
the same imaging technique that was used at baseline and
the Response Evaluation Criteria in Solid Tumors
(RECIST) were recommended [23]. The progression free
survival (PFS) was defined as the time from study entry to
disease progression or death. The overall survival time
(OS) was the time from study entry to death due to any
cause. The safety measures including adverse events,
physical examinations and clinical laboratory tests
(hematology, blood chemistry, hepatic functions and
renal functions) were completed before each cycle. Toxic-
ities were graded using version 2.0 of the National Cancer
Institute Common Toxicity Criteria [24].

Statistical Methods
We planned to have up to 53 qualified patients to be
enrolled in a two stage sequential, non-comparative study
with the possibility of stopping the study early for lack of
efficacy. Nineteen qualified patients were enrolled in the
first stage. If at least twelve patients achieved disease con-
trol, thirty-four additional patients were accrued. The sig-
nificance level (i.e., the probability of rejecting the Ho
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when it is true) is 5%. The power (i.e., the probability of
rejecting Ho when the alternative hypothesis is true) is
80% [25-29].

The statistical analysis was performed using the Statis-
tical Package for Social Science (SPSS) 17.0. Summary
statistics were given for patient characteristics, treatment
administration and all safety variables. Frequencies are
reported as number and percentage. Efficacy analyses
and safety analyses were conducted on all patients who
received at least one dose of study drug. The objective
response of chemotherapy was defined with an overall
best response during treatment. PFS and OS time were
analyzed by means of Kaplan-Meier method.

Results
Between December 2005 and May 2008, a total of 53
patients entered the study. The baseline patient charac-
teristics were listed in Table 1. The median age was 52
years (range, 34-68 years), and there were 39 male and 14
female patients. Most patients had a good performance
status, but thirteen patients had ECOG performance sta-

tus 2. Thirty-eight patients had stage IV tumors. Thirty-
seven patients had adenocarcinoma (including 6 alveolar
carcinoma patients). Fourteen patients had squamous-
cell carcinoma. One patient had large cell carcinoma.
One patient had mixed carcinoma. The median interval
from the primary diagnosis to the beginning of the study
treatment was 8.8 months. The follow-up period varied
from 1 to 42 months (mean 11.3 months, median 10
months). Thirty-two patients received pemetrexed plus
cisplatin chemotherapy, and twenty-one patients received
pemetrexed combined with carboplatin therapy. Out of
these 53 patients, 34 were treated in second line (64.2%),
15 in third line (28.3%), and 4 in fourth line (7.5%). Every
patient received at least one cycle of chemotherapy of
pemtrexed with cisplatin/carboplatin. The total number
of chemotheraphy cycles given was 189, while the median
number of cycles received was 3.0 (range 1-10). 12
patients (22.6%) had dose modification at least in one
cycle: The pemetrexed dose was reduced due to adverse
events in 4 patients and was delayed (mostly due to
adverse events) in 10 patients. At the end of the follow-up
in May 2009, 2 patients were lost to follow-up after tumor
recurrence, 6 patients had no disease progression, and 17
patients were still alive.

Efficacy
Of the 53 patients treated with pemetrexed plus plati-
num, no complete response (CR) were observed, whereas
7 patients achieved partial response (PR). The objective
response rate (ORR = CR+PR) was 13.2%. In the remain-
ing patients, 36 (67.9%) achieved stable disease (SD), 10
(18.9%) had progressive disease (PD). Thus, the disease
control rate (DCR = CR+ PR+ SD) in this study was
81.1%. Tumor response is summarized in Table 2. The
median PFS time was 6.0 months [95% confidence inter-
val (CI): 4.6 to 7.4] and the median OS time was 10.0
months (95% CI: 9.1 to 13.0). Kaplan-Meier plots for PFS
and OS are displayed in Figure 1 and 2, respectively. The
1-year survival rate was 40.9%.

Toxicity
Toxicity was evaluated in all patients and in all cycles, and
it was showed in Table 3. Forty-two patients (79.2% of
those treated) reported at least one adverse event during
the study, 7 patients (13.2%) and 5 patients (9.4%) experi-
enced grade 3 and grade 4 adverse events, respectively.
The most common adverse events were leucopenia
(49.1% of treated patients), nausea/vomiting (49.1% of
treated patients), Neutropenia (37.7% of treated patients),
Thrombocytopenia (32.1% of treated patients) and
fatigue (18.9% of treated patients). Gastrointestinal disor-
ders (49.1%) and blood system disorders (49.1%) were the
system organ classes with the highest incidence of
adverse events related to treatment.

Table 1: Demographic data for patients treated with 
pemetrexed plus platinum (n = 53).

Patient criteria N (%)

Patient number 53

Median age (range) 52 (34--68)

Sex

Male 39 (73.6)

Female 14 (26.4)

Weight, kg: mean ± SD 
(range)

69 ± 10.1 (40--96)

Stage

IIIB 15 (28.3)

IV 38 (71.7)

ECOG Performance status

0 4 (7.5)

1 36 (67.9)

2 13 (24.5)

Histology

Adenocarcinoma 31 (58.5)

Alveolar carcinoma 6 (11.3)

Squamous carcinoma 14 (26.4)

Large cell carcinoma 1(1.9)

Mixed carcinoma 1(1.9)

No. chemotheraphy line

Second line 34 (64.2)

Third line 15 (28.3)

Fourth lines 4 (7.5)
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The incidences of CTC grade 3/4 adverse events were
blood system disorders (16.9%), gastrointestinal disorders
(3.8%), kidney function disorders (1.9%) and rash (1.9%).
Grade 3 adverse events reported included leukopenia (3
patients), thrombocytopenia (2 patients), nausea/vomit-
ing (1 patient), and rash (1 patient). Grade 4 adverse
events included leukopenia (2 patients), thrombocytope-
nia (2 patients), diarrhea (1 patient) and Creatinine
increase (1 patient).

In the study endpoint, 34 patients (63.9%) died due to
disease progression: 1 patient (1.9%) died within 30 days
of treatment discontinuation, and 33 patients died after
30 days from treatment discontinuation.

Discussion
A multicenter, international, randomized phase III trial
reported by Hanna et al compared single-agent peme-
trexed with docetaxel in previously treated NSCLC
patients. Until that trial, docetaxel was the only approved
cytotoxic chemotherapy for second-line NSCLC treat-
ment. Five hundred and seventy-one patients were ran-
domized to pemetrexed 500 mg/m2 or docetaxel 75 mg/
m2 on day 1 of a 3-week cycle. Dexamethasone, folic acid
and vitamin B12 were given every cycle. Overall response
rates for pemetrexed and docetaxel were 9.1% and 8.8%,
respectively (P = 0.105). The stable disease rate was 45.8%
for pemetrexed and 46.8% for docetaxel. Both treatment
groups exhibited similar median progression-free sur-
vival and 1-year survival rates of 2.9 months and 29.7%,
respectively. Median survival for pemetrexed and doc-
etaxel was 8.3 and 7.9 months, respectively (P = 0.226).
There was no difference in symptom improvement
between the pemetrexed and docetaxel groups (P =
0.145). Hematologic adverse effects--grade 3/4 neutrope-
nia (40.2% versus 5.3%; P < 0.001), febrile neutropenia
(12.7% versus 1.9%; P < 0.001), and neutropenic infec-
tions (3.3% versus 0%; P = 0.004)--were significantly
greater in the patients who received docetaxel versus
those who received pemetrexed. 125 elevation of ALT
was the only adverse event occurring more often in the
pemetrexed group (P = 0.028). The results of the phase III
study indicated pemetrexed is a viable option for second-
line treatment in NSCLC, and provided an objective
response and symptomatic benefit in conjunction with a
favorable safety profile. Based on this trial, the U.S. FDA
approved pemetrexed for second-line treatment of locally
advanced or metastatic NSCLC [6].

In our study, 53 patients were enrolled. All patients had
experienced platinum-based chemotherapy. Most of
patients (>70%) had good clinical conditions (ECOG PS 0
or 1). The patients treated with pemetrexed plus plati-
num were supplemented with dexamethasone, folic acid
and vitamin B12. The addition of folic acid and vitamin
B12 supplementation markedly reduced the toxicity pro-
file of pemetrexed, as shown in a previous trial comparing
pemetrexed administered with or without vitamins [30].
The median number of cycles received was 3. No patient
achieved CR. Seven of the 53 patients (13.2%) showed PR.
The ORR (13.2%) is higher than that of single pemetrexed
(8.8%) reported by Hanna et al. The stable disease rate
was 67.9% in this study, which was markedly higher than
that of single pemetrexed (45.8%) in Hanna's study. The

Figure 1 Kaplan--Meier curve of progression-free survival for pa-
tients treated with pemetrexed plus platinum (n = 53).

Figure 2 Kaplan--Meier curve of overall survival for patients 
treated with pemetrexed plus platinum (n = 53).



Zhang et al. Journal of Experimental & Clinical Cancer Research 2010, 29:38
http://www.jeccr.com/content/29/1/38

Page 5 of 7
DCR for pemetrexed plus cisplatin/carboplatin in this
study and single pemetrexed in Hanna's study were 81.1%
and 54.6%, respectively, which also have a significant dif-
ference. The median progression-free survival was 6.0
months, which was two times longer than that of single
pemetrexed (2.9 months) in Hanna's study. The median
OS time was 10.0 months, which was also longer than
that of single pemetrexed (8.3 months). The 1-year sur-
vival rate was 40.9%, which was higher than that of single
pemetrexed (29.7%) in Hanna's study. Compared with
pemetrexed single agent chemotherapy, our study
showed that locally advanced or metastatic NSCLC
patients having experienced platinum-based chemother-
apy might acquire a higher objective response rate, higher
disease control rate, longer PFS, longer OS and higher 1-
year survival rate from pemetrexed combined with plati-
num chemotherapy. The main reason we achieved better
results should be due to the addition of platinum chemo-
therapy drugs. Of course, to exclude the impact of race
factor, we need further randomized controlled study.

In our study, the most frequent hematological toxicities
were neutropenia and thrombocytopenia (any grade) and
the most frequent nonhematological toxicities were nau-
sea/vomiting, fatigue, pyrexia and rash (any grade). The
incidence of grade 3/4 neutropenia and thrombocytope-
nia was 9.5% and 7.6%, which was higher than that of
pemetrexed single agent chemotherapy in Hanna's ran-
domized phase III study (5.3% and 1.9%). The incidence
of grade 3/4 Anemia was 0, which was 4.2% in that ran-
domized phase III study. The nonhematological toxicities
were similar to single pemetrexed observed in Hanna's
study. Although the incidence of neutropenia and throm-
bocytopenia in pemetrexed plus cisplatin/carboplatin
chemotherapy for previously treated locally advanced or
metastatic NSCLC patients was slightly higher than pem-
etrexed single chemotherapy, the adverse events were tol-
erable. After treated, all patients acquired recovery from
hematological toxicities. In this study, no patient died of
chemotherapy.

Another study comparing pemetrexed with pemetrexed
plus carboplatin in patients experiencing relapse after
platinum-based chemotherapy showed that adding car-
boplatin to second-line pemetrexed treatment signifi-
cantly increases ORR and PFS in patients with NSCLC
after having received first-line platinum-based chemo-
therapy [31]. This conclusion is consistent with our
results. However, the patients in the latter study did not
receive a longer OS for pemetrexed combined with car-
boplatin chemotherapy compared with pemetrexed sin-
gle agent chemotherapy, which may be associated with
the application of different platinum. In our study, 21
patients (40% of all patients enrolled) received peme-
trexed/carboplatin chemotherapy, while the remaining 32

Table 2: Response for patients treated with pemetrexed 
plus platinum (n = 53).

Response N (%) 95% CI (%)

CR - -

PR 7(13.2) 5.48 to 25.34

SD 36(67.9) 56.68 to 80.08

PD 10(18.9) 9.44 to 31.97

CI, confidence interval; -, no data.

Table 3: Toxicity for patients treated with pemetrexed plus platinum (n = 53).

Adverse event Any grade ≥ 1 Grade 1 Grade 2 Grade 3 Grade 4

Leucopenia 26 (49.1) 10 (18.9) 11 (20.8) 3 (5.7) 2 (3.8)

Neutropenia 20 (37.7) 6 (11.3) 9 (17.0) 3 (5.7) 2(3.8)

Thrombocytopeni
a

17 (32.1) 11 (20.8) 2 (3.8) 2 (3.8) 2 (3.8)

Anemia 8 (15.1) 4 (7.5) 4 (7.5) - -

ALT/AST 3 (5.7) 3 (5.7) - - -

Nausea/Vomiting 26 (49.1) 16 (30.2) 9 (17.0) 1 (1.9) -

Diarrhea 1 (1.9) - - - 1 (1.9)

Creatinine 1 (1.9) - - - 1 (1.9)

Pyrexia 5 (9.4) 4 (7.5) 1 (1.9) - -

Fatigue 10 (18.9) 10 (18.9) - - -

Rash 5 (9.4) 1 (1.9) 3 (5.7) 1 (1.9) -

Inflammation 3 (5.7) - 3 (5.7) - -

Data are number of patients with rates in brackets
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patients (60% of all patients enrolled) received peme-
trexed/cisplatin chemotherapy. All of the patients
received pemetrexed/carboplatin chemotherapy in the
latter study. In addition, racial differences may also be a
factor. Our data came from the Chinese people, and their
data came from non-Asians.

In short, the study showed, locally advanced or meta-
static NSCLC patients previously treated with platinum-
based chemotherapy could benefit from pemetrexed plus
cisplatin/carboplatin chemotherapy with tolerable
adverse events.

For patients with advanced or metastatic cancer, the
quality of life is important. In our study, we found some
patients' quality of life was obviously increased even
though their tumor was stable or progressive after che-
motherapy. Due to a minor flaw in the original study
design, there are no available data on whether patients'
qualities of life were increased or not.

Pemetrexed produces its cytotoxic effect by blocking
intracellular thymidylate synthase, dihydrofolate
reductase, and glycinamide ribonucleotide formyl trans-
ferase. A deeper knowledge of those target enzymes may
be used in the future to identify patients' responses to
pemetrexed [32]. The targeted compounds combined
with chemotherapy regimens might represent the next
step treatment of NSCLC and the characteristics of pem-
etrexed make it a candidate in therapies context.

This study reported clinical experience with peme-
trexed plus platinum for previously treated patients with
locally advanced or metastatic non-small cell lung cancer
and further prospective randomized clinical trials will
confirm whether pemetrexed combined with platinum is
a valid option for pretreated locally advanced or meta-
static NSCLC patients.

Competing interests
The authors declare that they have no competing interests.

Authors' contributions
All authors have contributed substantially to the study. GZZ contributed to the
design of the study, to the recruitment of patients, to analysis of data, to writ-
ing of manuscript, and to the revision of the manuscript. SCJ contributed to
the conception and design of the study, to the critical revision of the manu-
script, and to financial support prior to publication. ZTM have given contribu-
tions in the recruitment of patients. All authors read and approved the final
manuscript.

Acknowledgements
We wish to thank Li-Xin Xie for his guidance in the writing of this manuscript. 
We are also grateful to medical personnel of Department of Oncology Medi-
cine and Department of Respiratory Medicine of Chinese PLA General Hospital, 
which treated the patients in this study.

Author Details
Department of Oncology Medicine, Chinese PLA General Hospital, 28# Fuxing 
Road, Haidian District, Beijing, 100853, PR China

References
1. Ho C, Davies AM, Lara PN Jr, Gandara DR: Second-line treatment for 

advanced-stage non-small celllung cancer: current and future options.  
clin lung cancer 2006, 7(Supple 4):S118-125.

2. Felip E, Rosell R, Pampaloni G: Pemetrexed as second-line therapy for 
advanced non-small-cell lung cancer (NSCLC).  Ther Clinl Risk Manag 
2008, 4(3):579-585.

3. Russo FBA, Pampaloni G: Pemetrexeed single agent chemotherapy in 
previously treated patients with local advanced or metastatic non-
small cell lung cancer.  BMC Cancer 2008, 8:216-223.

4. Pfister DG, Johnson DH, Azzoli CG, Sause W, Smith TJ, Baker S Jr, Olak J, 
Stover D, Strawn JR, Turrisi AT, Somerfield MR: American society of 
clinical oncology treatment of unresectable non-small-cell lung cancer 
guideline: Update 2003.  J Clin Oncol 2004, 22:330-353.

5. Marinis F, Grossib F: Clinical evidence for second- and third-line 
treatment options in advanced non-small cell lung cancer.  Oncologist 
2008, 13(suppl 1):14-20.

6. Hanna N, Shepherd FA, Fossella FV, Pereira JR, De Marinis F, von Pawel J, 
Gatzemeier U, Tsao TC, Pless M, Muller T, Lim HL, Desch C, Szondy K, 
Gervais R, Shaharyar , Manegold C, Paul S, Paoletti P, Einhorn L, Bunn PA Jr: 
Randomized phase III trial of pemetrexed versus docetaxel in patients 
with non-small-cell lung cancer previously treated with 
chemotherapy.  J Clin Oncologist 2004, 22(9):1589-1597.

7. Rollins KD, Lindley C: Pemetrexed: a multitargeted antifolate.  Clin Ther 
2005, 27(9):1343-1382.

8. Cohen MH, Johnson JR, Wang YC, Sridhara R, Pazdur R: FDA drug 
approval summary: pemetrexed for injection (Alimta) for the 
treatment of non-small cell lung cancer.  Oncologist 2005, 10:363-368.

9. Shepherd FA, Rodrigues Pereira J, Ciuleanu T, Tan EH, Hirsh V, 
Thongprasert S, Campos D, Maoleekoonpiroj S, Smylie M, Martins R, van 
Kooten M, Dediu M, Findlay B, Tu D, Johnston D, Bezjak A, Clark G, 
Santabárbara P, Seymour L: Erlotinib in previously reated non-small-cell 
lung cancer.  N Engl J Med 2005, 353:123-132.

10. Hanauske AR, Eismann U, Oberschmidt O, Pospisil H, Hoffmann S, 
Hanauske-Abel H, Ma D, Chen V, Paoletti P, Niyikiza C: In vitro 
chemosensitivity of freshly explanted tumor cells to pemetrexed is 
correlated with target gene expression.  Invest new drug 2007, 
25(5):417-423.

11. Scagliotti GV, Kortsik C, Dark GG, Price A, Manegold C, Rosell R, O'Brien M, 
Peterson PM, Castellano D, Selvaggi G, Novello S, Blatter J, Kayitalire L, 
Crino L, Paz-Ares L: Pemetrexed combined with oxaliplatin or 
carboplatin as first-line treatment in advanced non-small cell lung 
cancer: a multicenter, randomized, phase II trial.  Clin Cancer Res 2005, 
11:690-696.

12. Seiwert TY, Connell PP, Mauer AM, Hoffman PC, George CM, Szeto L, 
Salgia R, Posther KE, Nguyen B, Haraf DJ, Vokes EE: A phase I study of 
pemetrexed, carboplatin, and concurrent radiotherapy in patients with 
locally advanced or metastatic non-small cell lung or esophageal 
cancer.  Clin Cancer Res 2007, 3:515-522.

13. Kreuter M, Vansteenkiste J, Griesinger F, Hoffmann H, Dienemann H, De 
Leyn P, Thomas M: Trial on refinement of early stage non-small cell lung 
cancer. Adjuvant chemotherapy with pemetrexed and cisplatin versus 
vinorelbine and cisplatin: the TREAT protocol.  BMC Cancer 2007, 7:77.

14. Scagliotti GV, Parikh P, von Pawel J, Biesma B, Vansteenkiste J, Manegold C, 
Serwatowski P, Gatzemeier U, Digumarti R, Zukin M, Lee JS, Mellemgaard 
A, Park K, Patil S, Rolski J, Goksel T, de Marinis F, Simms L, Sugarman KP, 
Gandara D: Phase III study comparing cisplatin plus gemcitabine with 
cisplatin plus pemetrexed in chemotherapy-naive patients with 
advanced-stage NSCLC.  J Clin Oncol 2008, 26:3543-3551.

15. Ricciardi S, Tomao S, de Marinis F: Pemetrexed as first-line therapy for 
non-squamous non-small cell lung cancer.  Ther Clin Risk Manag 2009, 
5:781-787.

16. Scagliotti G, Hanna N, Fossella F, Sugarman K, Blatter J, Peterson P, Simms 
L, Shepherd FA: The differential efficacy of pemetrexed according to 
NSCLC histology: a review of two phase III studies.  Oncologist 2009, 
14:253-263.

17. Rossi A, Ricciardi S, Maione P, de Marinis F, Gridelli C: Pemetrexed in the 
treatment of advanced non-squamous lung cancer.  Lung Cancer 2009, 
66(2):141-149.

18. Stinchcombe TE, Socinski MA: Current treatments for advanced stage 
non-small cell lung cancer.  Proc Am Thorac Soc 2009, 6(2):233-241.

Received: 19 January 2010 Accepted: 27 April 2010 
Published: 27 April 2010
This article is available from: http://www.jeccr.com/content/29/1/38© 2010 Zhang et al; licensee BioMed Central Ltd. This is an Open Access article distributed under the terms of the Creative Commons Attribution License (http://creativecommons.org/licenses/by/2.0), which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly cited.Journal of Experimental & Clinical Cancer Research 2010, 29:38

http://www.jeccr.com/content/29/1/38
http://creativecommons.org/licenses/by/2.0
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16764752
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18667090
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14691125
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18263770
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16291410
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15967829
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16014882
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15701857
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17488518
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18506025
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=19851525
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=19221167
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=19577816
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=19349493


Zhang et al. Journal of Experimental & Clinical Cancer Research 2010, 29:38
http://www.jeccr.com/content/29/1/38

Page 7 of 7
19. Stinchcombe TE, Socinski MA: Considerations for second-line therapy of 
non-small cell lung cancer.  Oncologist 2008, 13(Suppl 1):28-36.

20. Obasaju CK, Ye Z, Wozniak AJ, Belani CP, Keohan ML, Ross HJ, Polikoff JA, 
Mintzer DM, Monberg MJ, Jänne PA: Single-arm, open label study of 
pemetrexed plus cisplatin in chemotherapy naïve patients with 
malignant pleural mesothelioma: outcomes of an expanded access 
program.  Lung Cancer 2007, 55(2):187-194.

21. Shepherd FA, Dancey J, Arnold A, Neville A, Rusthoven J, Johnson RD, 
Fisher B, Eisenhauer E: Phase II study of pemetrexed disodium, a 
multitargeted antifolate, and cisplatin as first-line therapy in patients 
with advanced nonsmall cell lung carcinoma: a study of the National 
Cancer Institute of Canada Clinical Trials Group.  Cancer 2001, 
92(3):595-600.

22. Garin A, Manikhas A, Biakhov M, Chezhin M, Ivanchenko T, Krejcy K, 
Karaseva V, Tjulandin S: A phase II study of pemetrexed and carboplatin 
in patients with locally advanced or metastatic breast cancer.  Breast 
Cancer Res Treat 2008, 110(2):309-315.

23. Therasse P, Arbuck SG, Eisenhauer EA, Wanders J, Kaplan RS, Rubinstein L, 
Verweij J, Van Glabbeke M, van Oosterom AT, Christian MC, Gwyther SG: 
New guidelines to evaluate the response to treatment in solid tumors.  
J Natl Cancer Inst 2000, 92(3):205-216.

24. Investigator's handbook: a manual for participants in clinical trials of 
investigational agents sponsored by the Division of Cancer Treatment 
National Cancer Institute   [http://ctep.cancer.gov/
investigatorResources/investigators_handbook.htm]

25. Simon R: Optimal two-stage designs for phase II clinical trials.  
Controlled Clini Trials 1989, 10:1-10.

26. Stallard N, Cockey L: Two-stage designs for phase II cancer trials with 
ordinal responses.  Contemp Clin Trials 2008, 29(6):896-904.

27. Logan BR: Optimal two-stage randomized phase II clinical trials.  Clin 
Trials 2005, 2(1):5-12.

28. Ye F, Shyr Y: Balanced two-stage designs for phase II clinical trials.  Clin 
Trials 2007, 4(5):514-524.

29. Manegold C, Gatzemeier U, von Pawel J, Pirker R, Malayeri R, Blatter J, 
Krejcy K: Front-line treatment of advanced non-small-cell lung cancer 
with MTA (LY23 pemetrexed disodium, ALIMTA) and cisplatin: a 
multicenter phase II trial.  Ann Oncol 1514, 11(4):435-440.

30. Scagliotti GV, Shin DM, Kindler HL, Vasconcelles MJ, Keppler U, Manegold 
C, Burris H, Gatzemeier U, Blatter J, Symanowski JT, Rusthoven JJ: Phase II 
study of pemetrexed with and without folic acid and vitamin B12 as 
front-line therapy in malignant pleural mesothelioma.  J Clin Oncol 
2003, 21(8):1556-1561.

31. Smit EF, Burgers SA, Biesma B, Smit HJ, Eppinga P, Dingemans AM, Joerger 
M, Schellens JH, Vincent A, van Zandwijk N, Groen HJ: Randomized phase 
II and pharmacogenetic study of pemetrexed compared with 
pemetrexed plus carboplatin in pretreated patients with advanced 
non-small-cell lung cancer.  J Clin Oncol 2009, 27(12):2038-2045.

32. Monnerat C, Le Chevalier T: Review of the pemetrexed and gemcitabine 
combination in patients with advanced-stage non-small cell lung 
cancer.  Ann Oncol 2006, 17(Suppl 5):86-90.

doi: 10.1186/1756-9966-29-38
Cite this article as: Zhang et al., Pemetrexed plus cisplatin/carboplatin in 
previously treated locally advanced or metastatic non-small cell lung cancer 
patients Journal of Experimental & Clinical Cancer Research 2010, 29:38

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18263772
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17092602
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11505404
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17851759
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10655437
http://ctep.cancer.gov/investigatorResources/investigators_handbook.htm
http://ctep.cancer.gov/investigatorResources/investigators_handbook.htm
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18703164
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16279574
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17942467
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12697881
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=19307503


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


